Abstract: Muscle activity during a hemodialysis procedure improves its efficacy. We have formulated a hypothesis that vibrations generated by a specially-designed dialysis chair can, the same as physical exercise, affect the filtering of various fluids between fluid spaces during the hemodialysis procedure. This prospective and interventional study included 21 dialyzed patients. During a single dialysis session, each patient used a prototype device with the working name "vibrating chair". The chair's drive used a low-power cage induction motor, which, along with the worm gear motor, was a part of the low-frequency (3.14 Hz) vibration-generating assembly with an amplitude of 4 mm. Tests and measurements were performed before and after the vibration dialysis. After a single hemodialysis session including five 3-min cycles of vibrations, an increase in Kt/V in relation to non-vibration Kt/V (1.53 ± 0.26 vs. 1.62 ± 0.23) was seen. Urea reduction ratio increased significantly (0.73 ± 0.03 vs. 0.75 ± 0.03). A significant increase in systolic blood pressure was observed between the first and the third measurement (146 ± 18 vs. 156 ± 24). The use of a chair generating low-frequency vibrations increased dialysis adequacy; furthermore, it seems an acceptable and safe alternative to intradialytic exercise.
Introduction
Dialysis therapy, as a method of renal replacement in end-stage renal disease (ESRD), is based on removal of excessive and toxic metabolic products (uremic toxins) from the intravascular water space [1, 2] . One of the obstacles in the efficacy of hemodialysis (HD) is the inefficient exchange of uremic toxins and other filterable substances between extracellular intravascular and extravascular fluid, as well as between extravascular extracellular and extravascular intracellular fluid [3, 4] . Previous research has shown that muscle activity during a hemodialysis procedure improves its efficacy [5] [6] [7] . Despite reports on the effects of vibrations on the skeletal, muscular, and cardiovascular systems [8] [9] [10] [11] , the effect of vibrations on hemodialysis remains undetermined.
We have formulated a hypothesis that vibrations generated by a specially-designed dialysis chair can, the same as physical exercise, affect the filtering of various fluids between fluid spaces during the hemodialysis procedure. The use of vibrations in hemodialysis is an innovative experiment and can have a positive influence on the quality of the procedure.
The aim of our research was to assess the impact of low-frequency vibrations generated by a specially-designed dialysis chair on the efficacy and safety of hemodialysis.
Materials and Methods
This prospective and interventional study included 21 dialyzed patients; the mean age was 58.7 ± 15.9 (x ± SD; age range 27-86 years); 62 percent of these patients were men. The patients were hemodialyzed for 35.2 ± 21.6 months (ranging from 3-84 months) and met the inclusion criteria for the study. All patients were treated at the same dialysis station. The control group comprised the same patients (21 individuals) examined prior to, during, and after the standard dialysis without vibrations. Each patient was provided with a comprehensive explanation regarding the aim of the study, its protocol, and risk and gave their written consent to participate.
The inclusion criteria were as follows: over 18 years of age, hemodialysis treatment for end-stage renal disease of at least 3 months in duration, resting blood pressure below 180/100 mmHg on the day vibrations were to be used, venous glucose range of 100-150 mg/dL, and conscious and voluntary consent to participate.
The exclusion criteria comprised: neoplastic or other systemic disease, cardiological instability (advanced mobility disorders, hypertension resistant to pharmacological treatment, severe arrhythmia difficult to control pharmacologically, New York Heart Association Class IV heart failure, severe heart valve defects), cardiac resynchronization therapy and implantation of a permanent pace maker, potassium levels >6 mmol/L, insufficient vascular access (inability to achieve blood flow in the 250-350 mL/min range, advanced renal osteodystrophy, advanced retinopathy, and advanced musculoskeletal system disorders, as well as refusal to participate in this research.
Temporary contraindications included: hemodynamic instability during the procedure (intradialytic hypotension, weight gain of >6% between hemodialysis procedures).
The study was approved by the Bioethical Committee of the Medical University of Silesia in Katowice (Resolution No. KNW/0022/KB1/54/17) and was carried out according to the Declaration of Helsinki regarding human studies.
Measurements
Detailed medical history was taken with each participant followed by physical examination. Before and after the vibration dialysis, the following tests and measurements were performed: body weight, body mass index (BMI) calculated, and Charlson Comorbidity Index (CCI) assessed; and the height was measured before the vibration dialysis. Heart rate (HR), systolic blood pressure (SBP), and diastolic blood pressure (DBP) were measured three times (in addition to the five routine dialysis unit BP recordings): right before generating vibrations, after the second vibration cycle, and following completion of vibrations. Fasting blood samples (at least 12 h after the last meal) were taken. Pre-dialysis hemoglobin, albumin, creatinine, phosphorus, parathormone (PTH), sodium, and potassium levels were determined while serum urea concentrations were measured before and after dialysis. The Chronic Kidney Disease Epidemiology Collaboration equation (CKD-EPI) was used to assess the estimated glomerular filtration rate (eGFR) [12] .
The following dialysis quality measures were defined:
• The concentration of urea before and after the dialysis, based on which the urea reduction ratio (URR) values were calculated with the formula [1 − (C t /C o )], where C t is post-dialysis blood urea nitrogen and C o is pre-dialysis blood urea nitrogen [13] 
•
The dialysis adequacy ratio (Kt/V) calculated using Daugirdas' equation [14] The control group (C) included the same patients, but dialysis quality was determined during two consecutive standard dialysis sessions without the vibration chair.
Description of the Intervention
During a single dialysis session, each patient used a prototype device with the working name "vibrating chair". The chair's drive used a low-power cage induction motor, which, along with the worm gear motor, was a part of the low-frequency (3.14 Hz) vibration-generating assembly with an amplitude of 4 mm. The motor was powered by a single-phase voltage of 230 V from the voltage inverter.
The device did not pose any danger to the user. The above device met the Polish safety norms (PN-EN ISO 13090-1, PN-ISO 5805). The weight of the device was 55 kg, while the body weight of the patient exposed to vibrations did not exceed 90 kg.
At 90 min following dialysis commencement, the vibration-generating device was turned on for 30 min. Each patient stayed in the chair after the vibration cycle had been completed and the vibration generating device was switched off.
During the 30-min hemodialysis, vibrations were programmed in 3-min intervals, i.e., three minutes of vibration followed by three minutes of regeneration.
The whole intervention consisted of 5 vibration cycles of 3 min each (all vibrations totaled 15 min). Blood pressure measurements and pulse measurements were taken immediately before the first vibration cycle and after the second vibration cycle and the fifth vibration cycle. The hemodialysis procedure with the use of the vibration-generating chair was carried out under strict supervision of the researcher.
Statistics
Statistical analysis was performed using the Statistica 13.1 program (StatSoft, Inc., Tulsa, OK, USA). The results are presented as the means and standard deviations (x ± SD).
Student's paired t-test was used to compare the pre-and post-vibration values of study variables. Measurements at three different time points were compared with ANOVA and Bonferroni post-hoc tests. The level of significance was set at p < 0.05. Table 1 shows the detailed characteristics of the patients. The most common causes of ESRD were glomerulonephritis (28.5%), diabetic kidney disease (19%), and hypertensive nephropathy (19%). The mean comorbidity index was 4.2 ± 3.1. The majority of the patients had vascular access in the form of an arterio-venous (AV) fistula (81%), and four patients (19%) had a tunneled dialysis catheter. The classic bicarbonate dialysis treatments lasted for 4-4.5 h and were carried out 3-5-times a week using high-flux dialysis membranes. The dialysis fluid flow rate was 500-600 mL/min and blood flow 250-350 mL/min. BMI in the study group was 24.2 ± 3.8 kg/m 2 (x ± SD) ( Table 1) . 
Results

The Influence of Vibrations on Dialysis Quality Measures
As shown in Figure 1 , after a single hemodialysis session including five 3-min cycles of vibrations, an increase in Kt/V in relation to non-vibration Kt/V (1.53 ± 0.26 vs. 1.62 ± 0.23; p = 0.02) ( Figure 1A ) was seen. URR% increased significantly (0.73 ± 0.03 vs. 0.75 ± 0.03; p = 0.017) ( Figure 1B ).
The Effect of Vibrations on Cardiovascular Function Indicators
No adverse cardiovascular events were observed during hemodialysis combined with vibrations. Systolic blood pressure increased insignificantly at the second measurement in comparison to the first and third measurements compared to the second measurement (respectively 146 ± 18 vs. 151 ± 22; p = 0.08; 151 ± 22 vs. 156 ± 24; p = 0.88). A significant increase in systolic blood pressure was observed between the first and the third measurement (146 ± 18 vs. 156 ± 24; p = 0.0002). The three consecutive readings of diastolic blood pressure (86 ± 17; 86 ± 17; 85 ± 18) and heart rate (63 bpm; 65 bpm; 65 bpm) did not show clinically-important or statistically-significant differences. No significant blood pressure or pulse changes were observed in the control group during two consecutive dialyses. 
Discussion
This study is the first to assess the effect of low-frequency vibrations (3.14 Hz) generated by a specially-designed dialysis chair on the quality of dialysis therapy. It was demonstrated that a single dialysis session with the use of low-frequency vibrations improved dialysis adequacy as expressed by Kt/V (1.53 ± 0.26 vs. 1.62 ± 0.23; p = 0.02) and URR. The observation may have clinical significance. The dialysis dose based on Kt/V and URR measurements is related to patients' quality of life and might be considered a factor that influences the morbidity of hemodialyzed patients [15] [16] [17] . Held et al. [16] analyzed a group of hemodialyzed patients from nearly 350 dialysis centers and demonstrated a decrease in mortality rate by 7% for each 0.1 increase in Kt/V up to a Kt/V of 1.33. Reference ranges of these parameters define the adequate dialysis recommended by international associations. K/DOQI, the National Kidney Foundation/Kidney Disease Outcomes Quality Initiative recommends a Kt/V value of 1.2 and URR ≥ 0.65 for three hemodialyses per week, while the European Best Practice Guidelines recommends Kt/V ≥ 1.4 [18, 19] . Although some believe that Kt/V is an inadequate measure of adequacy, it seems to be the value most associated with dialysis patients [20] . Numerous studies have indicated that higher Kt/V and URR are linked to better prognosis, although this correlation has not been proven to be causative [21, 22] . Chandrashekar et al. [23] concluded that Kt/V was an independent predictor of hemodialysis patient survival. It has been demonstrated that Kt/V ≥ 1.4 is associated with a lower mortality risk compared to Kt/V 1.2-1.4 [18] . A number of authors have observed positive correlation between the dose of dialysis and nutrition. Inadequate dialysis (Kt/V < 1) is accompanied by low consumption of protein-rich products [15] . An increase in Kt/V can be achieved by extending the time of a dialysis session, increasing the frequency of dialysis sessions [24] , or through intradialytic exercise [25] . Hemodialysis patients are characterized by insufficient physical activity. One of the causes is immobility during dialysis, which totals to approximately 500-800 h a year, as well as during commuting to the dialysis station, which takes around 400-500 h yearly [26] . Numerous reports indicate that exercising during hemodialysis has a positive effect on the quality of life, cytokine concentrations, and hemodialysis quality [27] [28] [29] [30] . There are various methods of implementing exercises during a hemodialysis procedure, i.e., bicycle ergometer exercises under the supervision of a physiotherapist, relaxation exercises, or a combination of several techniques. However, patient participation in intradialytic rehabilitation is limited [31] due to barriers to physical activity during hemodialysis [32] . The most common ones include: fatigue, fear of moving during the procedure, or lack of motivation. There is also reluctance on the part of the medical personnel and organizational barriers.
An alternative to physical exercise programs was introduced by Farese et al. [33] . They found that both intradialytic electrostimulation of thigh and calf muscles and a passive workout on a bicycle ergometer affected the efficiency of dialysis, i.e., urea and phosphate removal were increased, and so was blood pressure. Urea reduction reported by Farese et al. was comparable to the effect achieved using a vibration-generating dialysis chair.
Experimental results published in recent years have confirmed that exposure to carefully-selected vibration parameters (frequency and amplitude of vibrations) may positively affect the cardiovascular system, as well as skeletal and muscle tissues [34] .
On the other hand, there are also reports documenting the negative impact of vibrations on the human body [35] .
Vibrations at frequencies exceeding the sensitivity threshold may cause pain. The strongest sensation of vibrations occurs at frequencies of up to 35 Hz, especially in the 20-Hz range. Still, the majority of studies using vibrations did not reveal serious side effects [36] . One of the first studies on vibrations assessed their impact on reducing the negative effects of immobility. A group of healthy men who spent five weeks in an oscillating bed retained greater motor fitness and had a lower risk of osteoporosis than individuals in a standard hospital bed [37] . Previous studies indicated a positive effect of vibrations on muscular isometric strength and balance control. An increase in mineral density in the femoral neck was also observed [38] .
There is little research available on the application of vibrations in hemodialyzed patients. Seefried et al. [39] noted the benefits of employing a vibration platform for 8-12 weeks before or during dialysis, twice a week at three levels of difficulty. Exercise duration increased gradually from 5-20 min, and the frequency ranged from 5-28 Hz. The amplitude was increased from 0.5-3 mm in the final weeks of the experiment, depending on exercise difficulty. The authors observed that changes in the concentrations of urea did not reach the level of statistical significance. The greatest improvement was found in the muscle strengthening, inflammation parameters, and the cardiovascular system [39] . In the study of Doyle et al., eight weeks of whole-body vibration did not result in a significant change in URR compared to pre-intervention values [40] . In contrast to the above results, our study revealed a significant increase in URR. This discrepancy may have stemmed from differences in the intervention protocols; Doyle et al. used a vibrating platform for three minutes before each dialysis session, while we used intradialytic vibrations. Furthermore, Doyle et al. used a higher frequency and amplitude than we did (50 vs. 3.14 Hz; 10 vs. 4 mm). Sitja-Rabert et al. conducted a systematic review of the literature on whole-body vibration programs in older populations and a meta-analysis of randomized controlled clinical trials [41] . Different vibrations schemes were used in older, not dialyzed patients. The frequency of vibration ranging from 10-40 Hz and amplitude ranging from 0.7-8 mm were used [42, 43] .
Those randomized control tests assessed the efficacy and safety of whole-body vibration training in older populations in comparison with conventional exercise groups or control groups not performing any exercises. Balance, muscle strength, falls, bone mineral density, as well as adverse events were evaluated [42, 44] .
In addition to dialysis quality, we assessed the effect of vibrations on basic hemodynamic parameters. A significant increase in systolic blood pressure after three cycles of vibrations was found in relation to the baseline values (Figure 2A) , while no significant change was revealed in diastolic blood pressure and heart rate ( Figure 2B ). Such blood pressure response is comparable to hemodynamic response during exercise with increased loads [45] . The effect of regular physical activity on lowering blood pressure has been well established, and the exaggerated response of blood pressure, especially systolic blood pressure, to exercise may be reduced by regular exercise [46] . Maintaining normal blood pressure during hemodialysis and preventing intradialytic hypotension, in particular, is of key importance for the safety of patients [47] . Hemodynamic response to intradialytic whole-body vibrations seems to be similar to the response to intradialytic exercise. Due to the lack of studies assessing cardiovascular risk during hemodialysis combined with vibrations, we were apprehensive about intradialytic hypotension episodes in the studied group. Research conducted by Madhavan et al. indicated that vibrations would effectively suppress the negative effects of a prolonged semi-recumbent position, simulating the effect of a venous pump characteristic of walking, as well as increase mean blood pressure [48] . The effects of vibrations on the body in contrast to traditional resistance exercise remain unclear [49] . Intradialytic hypotension during hemodialysis combined with vibrations was not observed in our study.
A B
Based on our results, we put forward a cautious hypothesis that the transient effect of a small increase in systolic blood pressure brought on by vibrations could help prevent intradialytic hypotension, the most frequent acute complication in hemodialysis [50] .
Exposure to low-frequency vibrations (3.14 Hz) may be the equivalent to intradialytic exercise, including resistance training, and can be used during hemodialysis. The increase in Kt/V observed after vibrations was probably caused by an increase of urea redistribution from other compartments into the plasma compartment. Other probable mechanisms should also be considered. One such mechanism is the possible reduction of recirculation within vascular access. Vascular access has been subjected to the same vibrations as the entire body and could indeed reduce the recirculation around the vascular access, as well as the Kt/V increase.
It should also be noted that no problems with vascular access were observed during dialysis combined with vibrations. There were no other vibrations, and the lines were properly anchored. Mueller et al. have noted that urea clearance was increased at transverse vibrations of a high frequency hemodialyzer (120 Hz frequency). According to the quoted authors, dialyzer vibrations of lower frequencies did not increase the clearance [51] . Our research utilized a much lower frequency (3.14 Hz), and the hemodialyzer was stabilized well. It was not possible for the vibrations generated by our "dialysis chair" to cause the vibration effect in the hemodialyzer.
The study has several limitations. Firstly, it presents the effect of arbitrarily-defined vibration intensity during a single hemodialysis session. Other vibration schemes might induce different effects. Secondly, patients who qualified for hemodialysis using vibrations were less burdened by cardiovascular problems, which are associated with a lower risk of complications. Thirdly, due to the small sample size, our findings should be interpreted with caution.
Nonetheless, our study can be considered a starting point for further research of longer duration and in a larger group to verify the effect of vibrations on Kt/V and hemodynamic balance during hemodialysis.
Conclusions
The use of a chair generating low-frequency vibrations increased dialysis adequacy as measured by Kt/V; furthermore, it seems to be an acceptable and safe alternative to intradialytic exercise. 
